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1. Claims: 1,2 

Use of the compounds A-X1-N02, A being R(COX)t and R being 

choosen from groups I A) to V A) for the preparation of 

medicaments for treating urinary incontinence 



The subject matter of the present application is not unitary contrary to 
the requirements of R.13. 1 PCT. 

With respect to the present claims 1 to 6, the ISA is unable to see any 
corrmon inventive concept linking these claims as: 

The subject matter of claim 1 is directed to the USE of compounds of a 
general formula A-X1-N02, with A being R(COX)- and R is choosen from 
groups I a) to V A) for the manufacture of a medicament for treating 
URINARY INCONTINENCE. 

Claims 3 and 4 are directed to a sub-class of said compounds (or 
compositions containing them) of the general formula above, R is choosen 
from group V A) 

The subject matter of claim 5 is directed to a sub-class of compounds of 
a general formula A-X1-N02, with A being R(COX)- and R is choosen from 
groups V A) (or compositions containing said compounds] for use as 
medicament for treating: 

a) musculoskeletal disease of an inflammatory nature 

b) respiratory diseases 

c) gynaecological or obstetrical diseases 

d) vascular di seases 

e) gastrointestinal tumors 

The subject matter of claim 6 is directed to the use of compounds of a 
general formula A-X1-N02, with A being R(COX)- and R is choosen from 
groups I a) to VI A) for the manufacture of a medicament for treating 
diseases bj to e) listed above 

With respect to the various definitions of R given in the present 
application, it appears that they shall necessarily comprise a ;0-N02 
moiety as SOLE structural requirement. Organic nitrates comprising the 
same moiety -0-N02 are well known in therapy of cardi ovasculardi seases 
see W09201688 or W09421618) . The compounds when R belongs to the groups 
I A) to IV A) and VI A) are already known for therapy (see W09530641). 

=> In other words, the present application covers the use of compounds 
comprising said -0-N02 moiety for various therapeutic uses. 

As some of the compounds are already known in therapy, the ISA comes to 
the conclusion that the present application is directed to the subsequent 
therapeutical uses of partially known compounds. The ISA is unable to 
identify any comnon inventive concept which links the subsequent claimed 
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 

diseases: urinary incontinence and the diseases a)-e) listed above. 
Accordingly, the present application is not unitary. 

For instance, claim 6 when it refers to the compounds when R belongs to 
the groups I A) to IV A) and VI A) comprises the following 4 different 
inventions: 

1) use of compounds of formula A-X1-N02 with A= R(COX)t, R is a moiety 
according to any of groups I a)- IV A) for the preparation of medicaments 
for treating respiratory diseases 

2) use of compounds of formula A-X1-N02 with A= R(COX)t, R is a moiety 
according to any of groups I a)- IV A) for the preparation of medicaments 
for treating gynaecological or obstetrical diseases 

3) use of compounds of formula A-X1-N02 with A= R(COX)t, R is a moiety 
according to any of groups I a)- IV A) for the preparation of medicaments 
for treating vascular diseases 

4) use of compounds of formula A-X1-N02 with A= R{COX)t, R is a moiety 
according to any of groups I a)- IV A) for the preparation of medicaments 
for treating gastrointestinal tumors 

A comprehensive search for the subsequent inventions would have caused 
major additional searching efforts 

Accordingly, the present application comprises the following 6 
i nventi ons : 

1st invention: 

see above Subject 1 



2nd invention 

claims 3-5 and 6(partially) 

use of compounds of formula A-X1-N02 with A= R{COX)t, R is a moiety 
according to any of groups V A) for the preparation of medicaments for 
treating respiratory diseases, gynaecological or obstetrical diseases, 
vascular diseases or gastrointestinal tumors 

3rd invention: 

claim 6(part , ) , . r. • - ^ 

use of compounds of formula A-X1-N02 with A= R(COX)t, R is a moiety 
according to any of groups I a)- IV A) and VI A) for the preparation of 
medicaments for treating respiratory diseases 

4th invention: 

claim 6 (part . ) , . ■ 

use of compounds of formula A-X1-N02 with A= R(COX)t, R is a moiety 
according to any of groups I a)- IV A) and VI A) for the preparation of 
medicaments for treating gynaecological or obstetrical diseases 

5th invention: 

claim 6(part . ) : , ^ • • ^ ■ 

use of compounds of formula A-X1-N02 with A= R(COX)t, R is a moiety 
according to any of groups I a)- IV A) and VI A) for the preparation of 
medicaments for treating vascular diseases 



6th invention: 
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claim 6 (part . ) 

use of compounds of formula A-X1-N02 with A= R(COX)t, R is a moiety 
according to any of groups I a)- IV A) and VI A) for the preparation of 
medicaments for treating gastrointestinal tumors 
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1. The applicant is hereby notified that this International Preliminary Examining Authority transmits herewith the- 
intemational preliminary examination report and its annexes, if any, established on the international application. 

2. A copy of the report and its annexes, if any, is being transmitted to the international Bureau for communication 
to all the elected Offices. 



3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of the 
report (but not of any annexes) and will transmit such translation to those Offices. 



4. REMINDER 

The applicant must enter the national phase before each elected Office by perfomning certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Offices) (Article 
39(1)) (see also the reminder sent by the International Bureau with Fomn PCT/IB/301). 

Where a translation of the international application must be furnished to an elected Office, that translation must 
contain a translation of any annexes to the international preliminary examination report. It is the applicant's 
responsibility to prepare and-fumish such translation directly to each elected Officfe concerned. 

For further details on the applicable time limits and requirements of the elected Offices, see Volume II of the 
PCT Applicant's Guide. 
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1. Basis of the report 

1 . This report has been drawn on the basis of {substitute sheets which have been furnished to the receiving Office in- 
response to an invitation under Articie 14 are referred to in this report as 'originally filed' and are not annexed to 
the report since they do not contain amendments.): ~ 

Description, pages: " — 

1 -63 as originally filed _ 

Claims, No,: 

-t _2 as received on 1 0/06/1 998 with letter of 08/06/1 998 



2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.i 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



4. Additional observations, if necessary: 



!V. Lack of unity of invention _ 

1 . In response to the invitation to restrict or pay additional fees the applicant has: 
S restricted the claims. 

□ paid additional fees. 

□ paid additional fees under protest. 

□ neither restricted nor paid additional fees. 

2. □ This Authority found that the requirement of unity of invention is not complied and chose, according to Rule 

68.1 . not to invite the applicant to restrict or pay additional fees. 
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3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1. 13.2 and 13.3 is 

□ complied with. 

f3 not complied with for the following reasons: 
see separate sheet 

4. Consequently, the following parts of the intemational application were the subject ofintemational preliminary 
examination in establishing this report; 

□ all parts. 

13 the parts relating to claims Nos. 1 and 2. 

- V. Reasoned- statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 



Novelty (N) 


Yes: 


Claims 


1,2 




No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 






No: 


Claims 


1,2 


Industrial applicability (lA) 


Yes: 


Claims 


1.2 




No: 


Claims 





2, Citations and explanations 
see separate sheet 

VII. Certain defects in the international application 

The following defects in the form or contents of the intemational application have been noted: 
see separate sheet 
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1 ) . a) For the assessment of the present claims 1 and 2 on the question whether 

they are industrially applicable, no unified criteria exist in the PCT. The 
patentability can also be dependent upon Jhe formulation of the claims. The EPO, 
for example, does not recognize as industrially applicable Ihe subject-matter of 
claims to the use of a compound in medical treatment, but may allow, however, 
claims to a known "compound for first use in medical treatment and the use of such 
a compound for the manufacture of a medicament for a new medical treatment. 

b) In Contracting States where such claims are regarded as susceptible of 
industrial applicability, the following applies 

2) . The following documents (D1-D18) are referred t0 4n this report; the numbering 

results from the order of citations found in the Search "Report (SR) and it will be 
adhered to in the rest of the procedure. 

3) . The present application is not unitary in the sense of R.13.1 PCT. The reasons for 

this objection can be found in form PCT206 attached to the SR. 

4) . With respect to the available cited prior art, D1-D18, , it appears that the use of 

the compounds with general formula A-X1-N02, according-to claims 1 and 2 is 
novel (Art. 33(2) PCT) as none of these documents reports the use of said 
derivatives for the treatment of urinary incontinence. 

5) . a) According to D7, nitric oxide synthetase (NOS) inhibitors are effective for 

inhibiting micturition (see claim 24). 

The present derivatives, nitroxybutylesters oLibuprofen, flurbiprofen, aspirin 

(see also D15, abstTact, item 2) are reported to be effective NOS inhibitors (see 
p.60-61; D1 5, abstract, item 6). 

Likewise, NSAIDs or COX-2 inhibitors are already known to be effective in the 
treatment of incontinence (see D1), it can be derived that the present compounds 
being a combination of a COX-2 inhibitor or a NSAID with a nitroxyester function 
will be effective in the treatment of urinary incontinence as well. 
To the contrary, the Applicant states that said derivatives achieve said therapeutic 
effect by the combination of their COX-inhibittng effect and their NO release (p.4Q, 
2nd full par.). 
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b) This contradiction between D7 and the present results is not clarified in the 
present application. 

c) MoreoverTa synergism is claimed to occur upon combination of thelwo 
therapeutic agents, however, there is no evidence of said effect as the tests 
diclosed in the application do not report the effect induced by NO release alone. 

d) Finally, the tests in the present application have been only carried out with one 
class of compounds, the NSAIDs or COX-2 inhibitors whereas diuretics of the 
class V Ad) and V Ae) are claimed as well. 

There is no evidence that such combinations may have the same therapeutic 
- activity with a synefgisjic effect. - 
It is reminded that any compound or [in the present case) each group of 
compounds (beirtg claimed) must solve the problem posed, i.e. the treatment of 
urinary incontinence. 

As already acknowledged by the Applicant, diuretics for edema therapy is well 
known (edema may be one aspect of urinary incontinence), so that the 
administration of a NO donor together with a diuretic appears to be an obvious 
combination as D17 already report the positive effect of NO on micturition. 
The absence of tachyphylaxis in the case of diuretics is not evidenced (see the 
description, p.59, 1.3-6). 

e) In view of the previous items 5 b)-d), the IPEA comes to the conclusion that 
claims 1 and 2 do not involve an inventive step (Art.33(3) and R.65 POT). 

6^ "Contrary to the requirements of Rule 5-1(a)(ii) POT, the relevant background art 
disclosed in the documents D1, D6-D8 and DIO-DIS are not mentioned in the . 
description, nor-are these documents identified therein. 
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CLAIMS 

1. Use of the following groups of compounds, or their com- 
positions, for the preparation of medicaments for the 
treatment of urinary incontinence, having the general 
formula: 

A-X-L-NO2 
or their salts, where: 

A ^ R(COX)^ where t is an integer 0 or 1; 

X = O, NH, NR^^-, where R^^^;, is a linear or branched alkyl 

having from 1 to 10 C atoms; 

R is chosen from the following groups : 

* Group I A) , where t = 1, 




(lAb) 
64 
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where : 

%I5 is ^ linear or whenever possible branched C1-C3 
alkyl; 

^116 same meanings as R115, or when R^is ^ 

can be benzyl; 

^III' ^112 ^113 equal or different one from the 

other and are hydrogen, linear or whenever possible 
branched C^-Cg alkyl or C^~C^ alkoxy, or CI, F, Br; 
^114 is ^lli bromine; 

preferred are the compounds where Rjn, ^1x2 ^'^^ ^114 
are H, and R113 is CI and R113 is in the ortho position 
to NH; R115 and Rjxe ^' ^ equal to O, and 

X-L is {CH2-CH2-O) 2; 

(I Ab) is the residue of 2- [ [2-methyl-3- (trif luoro- 
methyl ) phenyl] amino] -3 -pyridinecarboxylic acid and 
when -COOH is present it is known as flunixin. 
The compounds preferred are those where X = O; 
* II A) chosen from the following: 
where, when t = 1, R is 




where and are H, a linear or whenever possible 
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branched substituted or non- substituted ^x''^X2 ^-l^yl/ 
allyl, with the proviso that when one of the two is 
allyl the other is H; preferably is H, alkyl has 

from 1 to 4 C atoms, is H; 

R^^ is chosen from 
II Aa) 




(VXX) 
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(X) 
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(III) 

where meanings are as follows: 

- in the compounds of formula (IV) , residue of ketopro- 
f en : 

^Illi is ^' SRj-j.j3 where R1JJ3 contains from 1 to 4 C 
linear or whenever possible branched C atoms; 
^1112 i® ^' hydroxy; 

preferred are the compounds -where Rim and Rj2l2 
H, R3^ is H, and R2sl methyl, X - O; 

- in the compounds of formula (XXI) , residue of carpro- 
f en : 

RjQj-iQ is a linear or whenever possible branched 

alkyl having from 1 to 6 carbon atoms, a C^-Cg alkoxy- 
carbonyl bound to a C^-Cg alkyl, a C^-Cg carboxyalkyl , a 
^i"*^6 alkanoyl, optionally substituted with halogen, 
benzyl or halobenzyl, benzoyl or halobenzoyl; 
R^xi is H, halogen, hydroxy, CN, a C^^-Cg alkyl optional- 
ly containing OH groups, a C^^-Cg alkoxy, acetyl, benzyl- 
oxy, SR^i2 where Rxxi2 a C^-Cg alkyl; a perfluoroal- 
kyl having from 1-3 C atoms, a C^-Cg carboxyalkyl optio- 
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nally containing OH groups, NO2 , sulphamoyl , dialkyl 
sulphamoyl with the alkyl having from 1 to 6 C atoms, 
or dif luoroalkylsulphonyl with the alkyl having from 1 
to 3 C atoms; 

^xxii ^® halogen, CN, a C^^-Cg alkyl containing one or 
more- OH groups, a C-^-C^ alkoxy, acetyl, acetamido, benz- 
yl oxy, 

^%II3 above defined, a perf luoroalkyl having from 

1 to 3 C atoms, hydroxy, a carboxyalkyl having from 1 
to 6 C atoms, NO2 , amino, a mono- or dialkylamino ha- 
ving from 1 to 6 C atoms, sulphamoyl, a dialkyl sulpha- 
moyl having from 1 to 6 C atoms, or dif luoroalkylsul - 
phamoyl as above defined; or R^^^ jointly with R^xi^ is 
an alkylene dioxy having from 1 to 6 C atoms; 
preferred are the compounds where Rxxio ^he 
connecting bridge is at position 2, R^^^ is H, R^x^i is 
chlorine and is in the para position to nitrogen; 
R^si is H, methyl and X is O; 

- in the compounds of formula (XXXV) , residue of thia- 
profenic acid: Ar is phenyl, hydroxyphenyl optionally 
mono- or polysubstituted with halogen, an alkanoyl or 
alkoxy having from 1 to 6 C atoms, a trialalkyl having 
from 1-6 C atoms, preferably from 1-3 C atoms, cyclo- 
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pentyl o-hexyl o-heptyl, heteroaryl, preferably 
thienyl, furyl optionally containing OH, pyridyl; 
the preferred compounds of formula (XXXV) are those 
where Ar is phenyl, R^^ is H, methyl and X is O; 

- in the compounds of formula (II) , residue of supro- 
f en, 

the preferred, where R^^ - H, = CH3 and X = O; 

- in the compounds of formula (VI) , 

of which the preferred, indoprofen, when is CH3 or 

indobufen, when R2^ is equal to H and = CH3 and 

X = O; 

- in the compounds of formula (VIII) , 

of which the preferred, etodolac, when R3^ = R2^ = H and 
X = O; 

- in the compounds of formula (VII) , 

of which the preferred, fenoprofen, when R3^ = H, 
R2a = CH3 and X = O; 

- in the compounds of formula (III) , 

of which the preferred, fenbufen, when R3^ = R^^ = H and 
X = O; 

- in the compounds of formula (X) , residue of tolmetin, 
when R3^ R2a = H and X = O; 

- in the compounds of formula (IX) , residue of flurbi- 
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{X3CC7XI) 



where the meanings are as follows: 

- when Ilia) contains -CH (CH3) -COOH it is known as pra- 
noprofen: or-methyl-SH- [l] benzopyran [2 , 3 -b] pyridine- 7- 
acetic acid; preferred = H, = CH3 and X = O; 

- when residue (XXX) contains -CH (CH3 ) -COOH it is known 
as bermoprof en: dibenz [b,f3 oxepin-2-acetic acid, pre- 
ferred is X = O, = H, R3a = CH3; 
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- residue (XXXI) is known as CS-670: 2 - [4 - (2 -oxo- 1- 
cyclohexylidenemethyl) phenyl] propionic acid, when the 
radical is -CH (CH3 ) -COOH; preferred = H, = CH3 
and X = O; 

- residue (XXXII) derives from the known pemedolac 
which contains group -CH2COOH, preferred R2a = R^^^ = H 
and X = O; 

- when residue (XXXIII) is saturated with -CH2COOH it 
is known as pyrazolac : 4- (4-chlorophenyl) -1- (4-f luoro- 
phenyl) 3-pyrazolyl acid derivatives; preferred 

- when residue (XXXVI) is saturated with -CH (CH3 ) -COO- 
it is known as zaltoprofen. When the residue is satura- 
ted with a hydroxy or amine group or the acid salts, 
the compounds are known as dibenzothiepin derivatives , 
Preferred R2a - H, R3^ = CH3 and X = O; 

- when' residue (XXXVII) is CH2-COOH it derives from the 
known mofezolac: 3 , 4 -di (p-methoxyphenyl) isoxazol- 5-ace- 
tic acid; preferred are R2a = = t = l, X = 0. 

* Group IIIA) , where t = 1, 

^ivd 

\ 

/ 

^IVdl 
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where : 

RlVd ^ivdi least one H and the other a linear 

or whenever possible branched C^-C^ alkyl, preferably C-^ 
and or dif luoroalkyl with the alkyl having from 1 

to 6 C atoms, preferred is C-^, or R^Vd ^ivdl jointly 

form a methylene group; 
R-j-y has the following meaning: 




(xn) 



where the compounds of group 1 1 lA) have the following 
meanings : 

- in the compounds of formula (II) : 
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^IV-II is alkyl having from 1 to 6 C atoms, a 

cycloalkyl having from 3 to 7 C atoms, an alcoxymethyl 
having from 1 to 7 C atoms, a trif luoroalkyl having 
from 1 to 3 C atoms, vinyl, ethynyl, halogen, an alkoxy 
having from 1 to 6 C atoms, a dif luoroalkoxy with the 
alkyl having from 1 to 7 C atoms, an alkoxymethyloxy 
having from 1 to 7 C atoms, an alkyl thiomethyloxy with 
the alkyl having from 1 to 7 C atoms, an alkylme- 
thylthio with the alkyl having from 1 to 7 C atoms, 
cyano, dif luoromethylthio , a substituted phenyl- or 
phenylalkyl with the alkyl having from 1 to 8 C atoms; 
preferably Rjv-ii is CH3O, Rj^^^ is H and Rivdi is CH3 , 
and is known as the residue of naproxen; 

X = NH and X-^ is equal to (^3)4 or (^2^20)3; also 
preferred is the same compound where X is equal to O; 

- in the preferred compounds of formula (X) , for which 
the residue of loxoprofen has been shown, Rjvd is H and 
^ivdi is ^^3' X = NH or O and X-j^ is equal to (CH2)4 or 
(CH2CH2O) 2; 

- in the compounds of formula (III) : 

^iv-iii i^ ^ ^2 "^5 ^Ikyl, even branched when possible, a 
C2 and C3 alkyl oxy, allyloxy, phenoxy, phenyl thio, a 
cycloalkyl having from 5 to 7 C atoms, optionally sub- 
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stituted at position 1 by a C3^-C2 alkyl; 
preferred is the compound where Riv-m is 




CH-CH2- 



and Rjvd = ^' ^ivdi CH3 , a compound known as the re- 
sidue of ibuprofen; X = NH and X-^ is equal to 
{CH2)4 or (CH2CH20)2; also preferred is the same com- 
pound where X = O; 
* Group IV A) 




(rv) 



where A = RCOO, t = 1, 

of which the residue of the known indomethacin has been 
shown . 

* Group V A) chosen from the following: 

- V Aa) fenamates chosen from the following, 

where t = 1 
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(V Abl) 

- V Ac) , COX 2 inhibitors, where t = 0 and R is as fol- 
lows : 
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(V Ac4) 
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(V Ac5) 



- V Ad) derivatives of diuretics when t = i and R is as 
follows : 




CI 



(V Ad3) 
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(V Ad4) 



- V Ae) derivatives of diuretics when t 

follows : 

O. p 



^ 0 and R is as 




H ; 
H 



(V Ael) 




(V Ae2) 
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(V Ae3) 




(V Ae4) 

V/ 



Ox P 

s. 



(V Ae5) 



H N' 



Ov P 



CI 




V 



(V Ae6) 




(V Ae7) 
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O 





(V Ael2) 

• 
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where the meaning in group V A) is as follows: 

- in compounds (V Aal) the residue of enfenamic acid, 
2- [ (2 -phenylethyl ) amino] benzoic acid, has been shown; 

- in compounds (V Aa2 ) the residue of flufenamic acid, 
2- [ [3- (trifluoromethyl) phenyl] -amino] benzoic acid, has 
been shown ; 

- in compounds (V Aa3) the residue of meclofenamic 
acid, 2- [ (2 , 6-dichloro-3-methylphenyl ) amino] benzoic 
acid, has been shown ; 

- in compounds (V Aa4 ) the residue of mef anamic acid, 
2- [ (2 , 3-dimethylphenyl) amino] benzoic acid, has been 
shown; 

- in compounds (V Aa5) the residue of tolfenamic acid, 
2- [( 3-chloro-2-methylphenyl ) amino] benzoic acid, has 
been shown; 

- in compounds (V Abl) the residue of niflumic acid, 
2 - [ [ 3 - ( trifluoromethyl ) phenyl ] amino] - 3 -pyridine car- 
boxylic acid, has been shown; 

- in compounds (V AcDj^^^^^ attached to the oxygen atom 
in position 2 of the benzene ring of N- (4-nitro- 
phenyl) methansulphonamide can be phenyl or cycloexane. 
When Rvaci phenyl the residue is that of nimesulide; 

- in compounds (V Ac2) the residue of 3-f ormylamino-7- 
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me t hy 1 su 1 f ony 1 amino - 6 - phenoxy - 4H - 1 - be z opy r an - 4 - one has 
been shown ; 

- in compounds (V Ac3) the atom that links the radi- 
cal 2 , 4-dif luorothiophenyl to position 6 of the indano- 
ne ring of the residue 5-methanesulf onamido- l-indanone 
can be sulfur or oxygen; 

- in compounds (V Ac4) the residue of celecoxib 4- [5- 
{4 -methylphenyl ) -3- ( trif luoromethyl ) pyrazol - l~yl] ben- 
zensulphonamide , has been shown; 

- in compounds (V Ac5) the residue of 6- [2- (3 -ethyl- 
2 , 3 -dihydro- thiazolyl ) thio- 5-methanesulphonamido- 3H- 
isofoenzonfuran-l-one has been shown. 

- in compounds (V Adl) the residue of bumetanide 3- 
(Aminosulf onyl) -5- (butylamino) -4-phenoxybenzoic acid 
has been shown; 

- in compounds (V Ad2) the residue of ticrynafen [2,3- 
Dichloro-4- (2- thienylcarbonyl) -phenoxy] acetic acid has 
been shown ; 

- in compounds (V Ad3) the residue of ethacrynic acid 
[2 , 3 -Dichloro-4- ( 2 -methylene- 1-oxobutyl ) phenoxy] acetic 
acid, has been shown; 

- in compounds (V Ad4) the residue of piretanide 
3- (Aminosulf onyl) -4-phenoxy-5- ( 1-pyrrolidinyl ) benzoic 
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acid has been shown. 

- in compounds (v Ael) the residue of tripamide Oaa, 
4Qf, IQL, 1B.QI) -3- (Aminosulphonyl) -4-chloro-N- (octaidro- 
4, 7-metano-2H-isoindol-2-yl)ben2amide has been shown. 

- in compounds (V Ae2) the residue of torsemide N-[ Ed- 
Methyl ethyl) amino] carbonyl] 4 - [ (3 -methylphenyl ) amino] -3 - 
pyrinesulf onamide has been shown; 

-in compounds (v Ae3) the residue of azosemide 2-Chlo- 
ro-5- (lH-tetrazol-5-yl) -4- [ (2 - thienylmethyl ) amino] ben- 
zensulphonamide has been shown; 

- in compounds (v Ae4) the residue of bendroflume- 
thiazide 3 , 4-Dihydro-3 - (phenyl -methyl) -6- (trifluoro- 
methyl) -2H-1, 2, 4-benzothiadiazine-7-sulf onamide 1,1- 
dioxide has been shown; 

- in compounds (V Ae5) the residue of chlorothiazide 

6-Chloro-2H-i,2, 4-ben2othiadiazine-7-sulf onamide 1,1- 
dioxide has been shown; 

- in compounds (v Ae6) the residue of hydrochlorotia- 
zide 6-Chloro-3,4-dihydro-2H-l,2,4-benzothiadiazine-7- 
sulf onamide 1,1-dioxide has been shown; 

- in compounds (v Ae7) the residue of methylclothiazide 
(6-Chloro-3- (chloromethyl) - 3 , 4 -dihydro-2 -methyl - 2H- 
1,2,4 -benzothiadiazine - 7 - sulfonamide 1 , i -dioxide has 
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been shown; 

- in compounds (V Ae8) the residue of chlorthalidone 
2-Chloro-5- (2 , 3 -dihydro- 1-hydroxy- 3 -oxo- IH- isoindol- 1- 
yl) benzensulf onamide has been shown; 

- in compounds (V Ae9) the residue of Indapamide 3- 
(Aminosulf onyl) -4-chloro-N- (2 , 3 -dihydro- 2 -methyl - IH- 
indol-l-yl)benzamide has been shown; 

- in compounds (VAelO) the residue of metolazone 7- 
Chloro-1,2, 3,4-tetrahydro-2-methyl-3- ( 2 -methylphenyl ) - 
4-oxo-6-quinazolinesulf onamide has been shown; 

- in compounds (V Aell) the residue of quinetazone 7- 
Chloro-2-ethyl-l, 2, 3 , 4 - tetrahydro- 4 -oxo- 6 -quinazoline - 
sulfonamide has been shown; 

- in compounds (V Ael2) the residue of furosemide 5- 
(Aminosulfonyl) -4-chloro-2- [ (2 - furanylmethyl ) amino] ben- 
zoic acid has been shown. 

X^^ in formula A-X3^-N02 is a bivalent connecting bridge 
chosen from the following: 

- YO 

where Y is a linear or whenever possible branched C3^-C2o 
alkylene, preferably having from 2 to 5 carbon atoms, 
or an optionally substituted cycloalkylene having 
from 5 to 7 carbon atoms; 
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- (CH2-CH-CH2-0)nf . 
I 

ONO2 

where nf ' is an integer from 1 to 6 , preferably from 2 
to 4; 

Rif 

where R^^^ = H, CH3 and nf is an integer from 1 to 6 , 
preferably from 2 to 4 . 

Use of the compounds according to Claim 1, in which R 
is chosen from groups IV A) and V A) . 

Compounds or their compositions for use as medicaments 
from group V A) in Claim 1. 

Compounds from group V A) according to Claim 1. 
Compounds or their compositions for use as medicaments 
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from group V A) according to Claim 3 for the treatment 
of musculoskeletal disease of an inflammatory nature, 
respiratory disease of an inflammatory nature, gynaeco- 
logical and obstetrical disease including early deli- 
very, pre -eclampsia and dysmenorrhoea , cardiovascular 
disease including re-stenosis, gastrointestinal tu- 
mours . 

6. Use of the following compounds, or their compositions, 
for the preparation of medicaments for the following 
therapeutical applications: 

treatment of respiratory disease: bronchitis, in parti- 
cular asthma: groups from I A) to V A) in Claim 1; 
gynaecological and obstetrical disease including early 
delivery, pre-eclampsia and dysmenorrhoea: groups from 
I A) to V A) in Claim 1 and group VI A) as defined be- 
low; 

vascular disease including re-stenosis: groups from I 
A) to V A) in Claim 1 and group VI A) ; 

gastrointestinal tumours: groups from I A) to V A) in 
Claim 1 and group VI A) ; 

the compounds in group VI A) have the general formula 
A-X-L-NO2, 

of Claim 1, where t = 1, include the following: 
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(R ) (R ) 

2 nl 1 nl 

(lb) 

where : 

R-L is group OCOR3; where R3 is methyl, ethyl or a linear 
or branched C3-C5 alkyl, or the residue of a single-ring 
heterocycle having 5 or 6 atoms which can be aromatic, 
partially or totally hydrogenated, containing one or 
more heteroatoms independently chosen from O, N and S; 
R2 is hydrogen, hydroxy, halogen, a linear or whenever 
possible branched alkyl having from 1 to 4 C atoms, a 
linear or whenever possible branched alcoxyl having 
from 1 to 4 C atoms; a linear or whenever possible 
branched perf luoroalkyl having from 1 to 4 C atoms, 
for example trif luoromethyl , nitro, amino, mono- or 
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di (C-j^,^ ) alkyl amino; 

and R2 jointly are the dioxymethylene group, with the 
proviso that when X ^ NH, then X^^ is ethylene and 
R2 = H; R^ cannot be OCOR3 at position 2 when R3 is 
methyl; nl being an integer from 0 to 1; 

preferably in la) , X is equal to O or NH, R^^ is ace- 
toxy, preferably at position 3 or 4 , most preferably in 
the ortho position to CO. X^ is ethylene or (CH2CH20)2/ 
R2 is hydrogen or halogen, most preferred are the 
following A X^^ NO2 compounds: 3 -acetoxy-N- (2 -nitroxy- 
ethyl) -benzamide, 4-acetoxy-N~ (2 -nitroxyethyl ) -benza- 
mide, 3 -acetoxy-N- { 5 -nitroxypenthyl ) -benzamide , 2-ace- 
toxy-N- ( 5 -nitroxypenthyl) -benzamide, N-2- (nitroxy- 

ethyl) -2 -propionoxybenzamide , 2 -acetoxy-2 -nitroxy- 

ethylbenzoate , 2 -acetoxy-N- (cis-2 -nitroxycyclohexyl) - 
benzamide, 2-acetoxy-4-chloro-N- {2 -nitroxyethyl ) -benza- 
mide, N- (2 -nitroxyethyl) -2- ( (4 -thiazolindinyl ) carbon- 
yloxy) -benzamide hydrochloride, 2 -nicotinoyloxy-N- (2- 
nitroxyethyl) -benzamide, 2 -acetoxy- 5-nitroxypenthylben- 
zoate; 

preferably in lb) R3 = CH3 , nl - 0; 

X is equal to O, X^ is ethylene; in this case lb) is 
the residue of acetylsalicylsalicylic acid. 
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